Neutrophil response to LIF: lack of glucocorticoid effect despite enhanced chemokinesis.
Effects of glucocorticoids on human neutrophil responses to leukocyte migration inhibition factor (LIF) and neutrophil chemokinesis were examined using an agarose gel technique. The roles of endogenous monohydroxyeicosatetraenoic acids (HETE) and prostaglandins (PG) in basal neutrophil chemokinesis were also examined. Methylprednisolone sodium succinate (MPSS) in concentrations up to 200 micrograms/ml failed to inhibit the neutrophil response to LIF. MPSS enhanced neutrophil chemokinesis in a dose-related manner at concentrations from 2 micrograms/ml to 200 micrograms/ml (P less than 0.01). Since inhibition of membrane phospholipase activity by MPSS is known to decrease production of HETE and PG, the present data suggest that HETE and PG do not mediate basal neutrophil chemokinesis. This was confirmed by selectively inhibiting HETE production with the lipoxygenase inhibitor nordihydroguaiaretic acid (NDGA) or PG production with the cyclooxygenase inhibitor indomethacin. Neutrophil chemokinesis was unaffected by 10(-5) M NDGA (P less than 0.05) or 10(-5) indomethacin (P less than 0.05).